Evaluation of dopaminergic and alpha adrenergic activities of TL-99 in peripheral tissues in vitro.
The dopaminergic and alpha adrenergic activities of TL-99 were investigated using in vitro preparations including cat right atria, guinea-pig atria, rat vas deferens and rabbit aortic strip. TL-99 was found to be as potent as clonidine as a stimulant of presynaptic alpha-2 adrenoceptors of noradrenaline nerve endings in guinea-pig atria and rat vas deferens. In the cat right atria, TL-99 preferently stimulates presynaptic dopamine receptors. The involvement of presynaptic alpha-2 adrenoceptor stimulation in TL-99-induced inhibition of tachycardic response to transmural stimulation in cat right atria is not clear. TL-99 is one thousand times less active as a stimulant of alpha-1 adrenoceptors of rabbit aorta than as a stimulant of presynaptic alpha-2 adrenoceptors of guinea-pig atria and rat deferens. Data from this manuscript as well as reports in the literature strongly suggest that TL-99 may interact with both alpha 2-adrenoceptors as well as dopamine receptors. The selectivity for receptor-type depends on test conditions, species variations and organ selectivity. The significance of these findings with TL-99 is discussed.